Hexabromocyclododecanes (HBCDs) in the environment and humans: A review by Covaci, A. et al.
Critical Review
Hexabromocyclododecanes (HBCDs) in the Environment
and Humans: A Review
A D R I A N C O V A C I , * , † A N D R E A S C . G E R E C K E , ‡
R O B I N J . L A W , § S T E F A N V O O R S P O E L S , †
M A R T I N K O H L E R , ‡ N O R B E R T V . H E E B , ‡
H E A T H E R L E S L I E , ⊥ C O L L I N R . A L L C H I N , § A N D
J A C O B D E B O E R ⊥
Toxicological Centre, University of Antwerp, Universiteitsplein 1, 2610 Wilrijk,
Belgium, Swiss Federal Laboratories for Materials Testing and Research (Empa),
Du¨bendorf, Switzerland, The Centre for Environment, Fisheries and Aquaculture
Science, Burnham, United Kingdom, and The Netherlands Institute for Fisheries
Research, University of Wageningen, IJmuiden, The Netherlands
Hexabromocyclododecanes (HBCDs) are brominated
aliphatic cyclic hydrocarbons used as flame retardants in
thermal insulation building materials, upholstery textiles,
and electronics. As a result of their widespread use and
their physical and chemical properties, HBCDs are
now ubiquitous contaminants in the environment and
humans. This review summarizes HBCD concentrations in
several environmental compartments and analyzes
these data in terms of point sources versus diffuse sources,
biomagnification potential, stereoisomer profiles, time
trends, and global distribution. Generally, higher concentra-
tions were measured in samples (air, sediment, and fish)
collected near point sources (plants producing or processing
HBCDs), while lower concentrations were recorded in
samples from locations with no obvious sources of HBCDs.
High concentrations were measured in top predators,
such as marine mammals and birds of prey (up to 9600
and 19 200 ng/g lipid weight, respectively), suggesting a
biomagnification potential for HBCDs. Relatively low HBCD
concentrations were reported in the few human studies
conducted to date (median values varied between 0.35 and
1.1 ng/g lipid weight). HBCD levels in biota are increasing
slowly and seem to reflect the local market demand.
One important observation is the shift from the high percentage
of the ç-HBCD stereoisomer in the technical products to
a dominance of the R-HBCD stereoisomer in biological
samples. A combination of factors such as variations in
solubility, partitioning behavior, uptake, and, possibly, selective
metabolism of individual isomers may explain the observed
changes in stereoisomer patterns. Recommendations
for further work include research on how HBCDs are
transferred from products into the environment upon
production, use, and disposal. Time trends need to be
analyzed more in detail, including HBCD stereoisomers,
and more data on terrestrial organisms are needed, especially
for humans. Whenever possible, HBCDs should be
analyzed as individual stereoisomers in order to address
their fate and effects.
Introduction
Hexabromocyclododecanes (HBCDs) are additive bromi-
nated flame retardants (BFRs) applied in extruded and high-
impact polystyrene foams (up to 2.5% HBCDs) which are
used as thermal insulation in buildings, in upholstery textiles
(6-15% HBCDs), and to a minor extent in electrical equip-
ment housings (1). In 2001, the world market demand for
HBCDs was 16 700 metric tons, from which 9500 metric tons
were sold in the European Union (2). These figures make
HBCD the second highest-volume BFR used in Europe, after
tetrabromobisphenol-A (TBBP-A) and before decabromo-
diphenyl ether (1). Recently, the production and use of penta-
and octabromodiphenyl ethers has been restricted in Europe
(3). HBCDs may be used as an alternative for polybrominated
diphenyl ethers (PBDEs) in some applications (4). To date,
there are no restrictions on the production or use of HBCDs.
Like PBDEs, HBCDs can enter the environment by a
number of different pathways, such as emission during
production of BFRs or the manufacture of flame-retarded
products, by leaching from consumer products, or following
disposal. HBCDs were first detected in fish and sediment
samples from the river Viskan in Sweden (4) and, since then,
their presence has been reported in a wide variety of biota
and abiotic environmental samples.
In comparison to PBDEs, the toxicological database for
HBCDs is still limited. Acute toxic effects appear to be low
(5). However, there are indications that oral exposure to
HBCDs induces drug-metabolizing enzymes in rats, such as
hepatic cytochrome P450 (CYP) (6), and that HBCDs may
induce cancer by a nonmutagenic mechanism (7, 8). There
are reports that HBCDs can disrupt the thyroid hormone
system (5) and affect the thyroid hormone receptor-mediated
gene expression (9). Following neonatal exposure experi-
ments in rats, developmental neurotoxic effects can be
induced, such as aberrations in spontaneous behavior,
learning, and memory function (10). HBCDs can also alter
the normal uptake of neurotransmitters in rat brain (11).
Further research on the actual levels at which these effects
occur is needed.
The European Union risk assessment for HBCDs began
in 1997, and it is expected to be completed during 2006. In
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its current draft version, this risk assessment concludes that
there are needs for further information (12). During the period
of the preparation of this risk assessment, the BFR industry
in Europe took voluntary measures to reduce the emission
of HBCDs from production and handling sites. However,
these measures do not imply any emission reduction during
the use or disposal of products in which HBCDs are used.
HBCDs have been identified by the U.K. Chemical Stake-
holders Forum as persistent, bioaccumulative, and toxic
chemicals and are included on the OSPAR list of chemicals
for priority action (12). While currently no specific regulatory
actions are taken in the United States, HBCDs have been
identified for risk assessment in Canada, Australia, and Japan.
Further regulatory/assessment activities in these countries
will take place over the next few years. In the meantime, the
manufactured and imported amounts of HBCDs must be
reported to the governmental institutions (12).
This present review adds to a recently published article
and response to comments (13, 14) and aims to summarize
the current state of knowledge about the distribution and
levels of HBCDs in various environmental compartments,
whenever possible given as individual stereoisomers. HBCDs
can be considered as emerging contaminants, which is
reflected in the currently rather limited, but continuously
growing, data set. Consequently, data gaps will be identified
and discussed.
Chemical and Physical Properties. Technical grade
HBCD mixtures are obtained via bromination of cyclododeca-
1,5,9-triene isomers. Six stereogenic centers at positions
1,2,5,6,9, and 10 are formed, which theoretically leads to 16
stereoisomers of 1,2,5,6,9,10-hexabromocyclododecane: six
pairs of enantiomers and four meso forms (15). The com-
mercial mixtures mainly consist of ç-HBCD (75-89%), while
R-HBCD and â-HBCD are present in lower amounts (10-
13% and 1-12%, respectively). Furthermore, at least two
additional stereoisomers, named ä- and -HBCD, are present
at minor concentrations (15). HBCDs are subject to thermal
rearrangement at temperatures above 160 °C, resulting in a
specific mixture of stereoisomers (78% R-HBCD, 13% â-H-
BCD, and 9% ç-HBCD) (16). Such conditions can occur during
the production or processing of materials containing HBCDs
(e.g., extruded polystyrene), and therefore the relative
abundance of the various HBCD stereoisomers may differ
from that of the technical HBCD mixtures.
Substantial structural dissimilarities of individual HBCD
stereoisomers might give rise to differences in polarity, dipole
moment, and, as already found, in water solubility. Solubilities
of R-, â-, and ç-HBCD in water are 48.8, 14.7, and 2.1 íg/L,
respectively (17). These differing properties may result in
distinctive rates of biological uptake and metabolism and
could explain the observed differences in their environmental
behavior (18, 19). A relatively high octanol-water partitioning
coefficient (log Kow) of 5.6 has been estimated for HBCDs
(20).
For a better understanding of the environmental fate and
behavior of individual HBCDs, it is essential to have ster-
eoisomer-specific data. Separation of different HBCD ste-
reoisomers is not possible by gas chromatography (GC). A
relatively broad, unresolved peak is obtained due to thermal
rearrangement of the stereoisomers, and results reflect total
HBCD concentrations (21). In contrast to GC, HBCD stere-
oisomers can be easily separated using reversed-phase liquid
chromatography and determined by mass spectrometry (LC/
MS or LC/MS-MS) (22, 23). Furthermore, several enantiomers
can be resolved on a chiral, permethylated â-cyclodextrin
stationary phase for LC (15, 24). As a consequence, up to
eight individual HBCD stereoisomers can now be differenti-
ated by LC/MS (15).
Strategy of the Review. All available literature on HBCD
concentrations in the environment and humans, published
until December 2005 in peer-reviewed scientific journals,
conference proceedings, or official reports found on the
Internet, was acquired and classified. Articles on the toxicol-
ogy and metabolism of HBCDs were not included. Although
several reviews are available for BFRs in general (18, 19, 25,
26), information on HBCDs specifically is often “lost” in the
greater dataset available for PBDEs. Therefore, we identified
a stringent need for a comprehensive review on HBCDs in
which current levels and temporal and spatial trends in
concentrations are analyzed and recommendations for
further research are given. A similar review is already available
for PBDEs (27).
Both GC and LC data for HBCDs were used in this review,
and so the results are presented as both total HBCDs and in
a stereoisomer-specific form when available. For comparative
purposes, all results were expressed on a lipid weight (lw)
basis. Some results originally expressed as wet weight (ww)
were recalculated in order to make the units consistent.
Arithmetic means were presented for each data set, since
these values have often been reported in the original papers
or could easily be calculated from the original data. Results
below the limit of quantification (LOQ) were substituted by
a value equal to the LOQ, which was further used for the
calculation of arithmetic means. If the date of sample
collection was not given, it was assumed that the samples
were taken 2 years before the publication date of the results.
The results of recent round robin studies (QUASIMEME
Laboratory Performance Studies, see www.quasimeme.org)
on the determination of HBCDs in environmental samples
demonstrated that the precise quantitative determination
of HBCDs is still a demanding task. Thus, the measurements
presented in this review are presumably associated with an
uncertain analytical error.
Environmental Levels
Figure 1 shows HBCD levels in various environmental
compartments (data taken from the comprehensive list in
tables SI 2-6 in the Supporting Information). As will be
discussed in detail further below, HBCD concentrations are
rising along the food chain and are also elevated in the vicinity
of point sources. Please note that throughout this review, we
use the expression “point sources” for production sites of
HBCDs or for sites producing HBCD flame-retarded materials
(downstream users). Diffuse sources include all other possible
sources, such as municipal wastewater treatment plants,
electronic equipment, or dismantling facilities.
Air and Dust. The analytical difficulties inherent to this
class of compounds and the low environmental concentra-
tions that have to be measured make HBCD data in air
samples scarce. Due to the high lipophilicities and low vapor
pressures of HBCDs, the majority of the airborne fraction is
sorbed to particulate matter and only a minor fraction is
found in the gas phase. Unfortunately, most studies did not
differentiate between HBCDs in the gas-phase and the
particulate fractions and focused mainly on areas suspected
of high exposure, such as HBCD production plants or styrene
foam manufacturing plants (12). The only data that are
available for background concentrations of HBCDs originate
from Scandinavian countries (18, 28, 29) and, recently, from
the United States (30).
Table SI 1 in the Supporting Information summarizes all
available HBCD data in air and dust. HBCDs were detected
in air from both urban and rural areas in Sweden (range
2-610 pg/m3), and also in air from remote sites in northern
Sweden, Finland and the United States (18, 25, 29, 30). The
levels of HBCDs in the atmosphere in remote areas can be
correlated with their detection in various animals from remote
areas such as Greenland and Svalbard (25, 26, 31, 32) and
suggests long-range atmospheric transport of HBCDs from
western Europe and eastern North America to Arctic regions.
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Much higher values of HBCDs (up to 28 500 ng/m3) were
measured in air from working environments at plants
producing HBCDs or extruded polystyrene foam flame
retarded with HBCDs (Table SI 1) (12).
HBCDs were found in all dust samples in a study
conducted in offices and private homes from several EU
countries (33-35), and also in private houses in the United
States (36). Recently, HBCDs could be determined (at
concentrations up to 58 000 ng/g dry weight) in several pooled
individual home and office dust samples from Belgium (35).
No studies have been performed to date regarding the
bioavailability of HBCDs following pulmonary (inhalation of
air and dust) or gastro-intestinal (ingestion of dust) exposure
in humans. The significance of the measured concentrations
in air and dust can therefore not be assessed. Future studies
focusing on bioavailability would provide more insight and
may support the risk assessment of exposure to HBCDs via
air and dust.
Sediment, Soil, and Sewage Sludge. Due to their hydro-
phobic character, HBCDs are strongly bound to solid particles
such as soil, sediment, and sewage sludge. HBCDs could be
detected in almost all studies, except for a few sediment
samples taken in coastal waters and at an offshore sedi-
mentation site (Table SI 2). Low concentrations (<10 ng/g
dry weight) were found at sites without known sources of
HBCDs (Table SI 2). It is highly possible that the contamina-
tion with HBCDs at these sites is due mainly to diffuse sources
and long-range transport. HBCDs have sometimes been
found at substantially higher concentrations than PBDEs in
sediments and suspended particulate material (SPM) down-
stream of urban centers and industrial areas. The highest
concentrations in SPMs (up to 1700 ng/g dry weight) were
measured downstream of HBCD production sites (Rivers
Skerne and Tees, U.K.; Western Scheldt and Scheldt basin,
Belgium; 37) and of industrial users of HBCDs (River Viskan,
Sweden, (4); River Cinca, Spain, 38). In other studies
investigating sediments (39-46), concentrations of HBCDs
were considerably lower (Table SI 2).
Soil samples collected near HBCD-processing factories
(29, 47) contained high concentrations of HBCDs, ranging
between 111 and 23 200 ng/g dry weight (Table SI 2).
The widespread occurrence of HBCDs in sewage sludge
(29, 37, 46, 48, 49) is a result of diffuse leaching and abrasion
(particulates) from flame-retarded products into wastewater
streams (49). Application of these sludges to agricultural or
other land may redistribute the contained HBCDs to the soil/
sediment compartment, and further into aquatic or terrestrial
food chains, as already demonstrated for PBDEs (18, 26).
HBCD concentrations in the influent of wastewater treatment
plants were much higher than those in the effluent (Table
SI 2), suggesting that HBCDs are largely removed from the
wastewater during the treatment process.
The stereoisomeric profile of HBCDs in most sediment
samples was found to be similar to that of commercial HBCD
formulations, with ç-HBCD being the most abundant ster-
eoisomer (37). However in some locations (37, 42, 43), the
contribution of R-HBCD was higher than in the technical
mixture (Table SI 2). At present, it is not clear whether this
difference in the composition of the HBCD stereoisomers
between some sediments and technical HBCDs is caused by
thermal isomerization during the processing of HBCDs or
by stereoisomer-specific processes in the environment.
Fish and Other Aquatic Organisms. Due to their high
position in the food chain and the elevated exposure in the
aquatic environment, fish often exhibit high residues of
contaminants. Not surprisingly, HBCDs have been detected
in many studies (4, 22, 24, 29, 37, 38, 41-43, 50-62) in both
freshwater and marine biota (Table SI 3).
Concentrations of HBCDs in fish downstream of an HBCD
manufacturing plant on the River Skerne (Durham, U.K.)
were very high, with levels up to 10 275 ng/g lw (50). In
comparison to upstream reference sites, higher concentra-
tions downstream of point sources have also been observed
in the rivers Cinca (Spain), Viskan (Sweden), and Tees (U.K.)
(Table SI 3). Concentrations of HBCDs were mostly between
10 and 1000 ng/g lw in urban/suburban regions of Europe,
FIGURE 1. Distribution of concentrations of total HBCDs in sediments (ng/g dry weight) and biological samples (ng/g lipid weight) from
species situated at different levels of the food chain. Data are taken from Tables SI 2-5 in the Supporting Information. Legend to the figure:
sed, sediments; aq. org., aquatic organisms; mar. mam., marine mammals; m, marine; f, freshwater.
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while levels in the North American Great Lakes were lower
by approximately 1 order of magnitude (3-80 ng/g lw) (Table
SI 3). Concentrations in fish from Swiss alpine lakes showed
also lower concentrations (up to 36 ng/g lw) than fish from
lakes nearby urban areas (51, 52). Concentrations of HBCDs
also showed a strong regional differentiation; lower HBCD
concentrations were, for example, measured in the northern
Baltic compared to the Baltic Proper, suggesting ongoing
inputs into the southern part of the Baltic Sea (55).
Tissue-specific accumulation differs among fish species.
In barbel, bib, and whiting, HBCD concentrations were higher
in liver than in muscle, while in sole and plaice, the
concentrations in muscle were higher than those in liver (24,
38).
Less data exist for aquatic invertebrates. The highest
concentrations (up to 730 ng/g lw) were found in starfish,
shrimps, and mussels from the Rivers Tees and Scheldt, close
to current or past production facilities for HBCDs (Table SI
3). However, concentrations of HBCDs in invertebrates were
lower than in fish collected from corresponding locations,
which suggests biomagnification.
In contrast to sediments, R-HBCD is the most prominent
stereoisomer in the vast majority of aquatic invertebrate and
fish samples (Figure 2). The contribution of R-HBCD was
somewhat higher in fish (average 80%) than in invertebrates
(average 70%). These findings suggest a transition from
sediment/water, where ç-HBCD dominates, to higher or-
ganisms (fish and marine mammals/birds) leading to an
enrichment of the R-HBCD stereoisomer. It was suggested
that ç-HBCD is metabolized more quickly than R-HBCD (63,
64), resulting in enrichment of the R-HBCD isomer (Table
SI 3). In a laboratory study, Law and co-workers (63, 64) have
measured significant concentrations of R-HBCD in fish
exposed only to either R-HBCD or ç-HBCD. In both cases,
the â-HBCD stereoisomer was formed in the smallest
amounts.
Marine Mammals. HBCDs have been measured in marine
mammals only in a few studies (31, 37, 57, 65-70) to date
(Table SI 4). HBCDs were found to bioaccumulate in species
feeding inshore (e.g., seals and porpoises). HBCDs could be
detected in 131 of 133 marine mammal samples in one study
(65). Zegers et al. (65) published data on HBCD concentrations
in two species of marine top predators, the harbor porpoise
(Phocoena phocoena) and the common dolphin (Delphinus
delphis), from different European seas. The highest HBCD
concentrations were measured in porpoises stranded on the
Irish and Scottish coasts of the Irish Sea (median concentra-
tion 2900 ng/g lw, maximum 9600 ng/g lw) and the northwest
coast of Scotland (5100 ng/g lw). The median concentrations
in porpoises from other areas were 1200 ng/g lw on the south
coast of Ireland, 1100 ng/g lw on the coasts of The
Netherlands, Belgium, and the North Sea coast of France,
770 ng/g lw for the east coast of Scotland, and 100 ng/g lw
for the coast of Galicia (Spain). The median HBCD concen-
trations in the common dolphin, a pelagic marine mammal
species feeding primarily over the continental shelf and in
offshore waters, were 900 ng/g lw on the west coast of Ireland,
400 ng/g lw in the English Channel coast of France, and 200
ng/g lw in Galicia (65). In comparison, HBCD concentrations
in dolphins from the NW Pacific Ocean (Japan) and NE
Atlantic Ocean were at the lower end of the range seen in
Europe (up to 280 ng/g lw) (66, 67). These concentrations
were often similar to, or higher than, the corresponding PBDE
levels.
Until now, only a few stereoisomer-specific studies have
been performed on marine mammals, and R-HBCD has been
shown to be the dominant stereoisomer (37, 65) (Figure 2).
This is in accordance with the dominance of the R-HBCD
isomer in fish, which are the main prey for marine mammals.
Additionally, results from in vitro studies using harbor seal
liver microsomes have also suggested that R-HBCD is more
resistant to P450-mediated biotransformation than the â-
and ç-HBCD stereoisomers (65) and that â- and ç-HBCD
may be absent in some species due to their metabolic
transformation into hydroxylated analogues.
Birds. Only few studies have investigated the occurrence
of HBCDs in birds (31, 32, 37, 62, 71-76). HBCDs were found
in cormorant liver (Phalacrocorax carbo) from The Nether-
lands (37), in peregrine falcon eggs (Falco peregrinus) from
Sweden (71), and in guillemot eggs (Uria aalge) from areas
around the Baltic Sea (73), at concentrations spanning 2
orders of magnitude up to 7100 ng/g lw (Table SI 5). De Boer
et al. (75) have determined HBCDs in muscle and liver of
peregrine falcons and sparrowhawks (Accipiter nisus) from
the U.K., with detection frequencies of 30% and 20%,
respectively. With the exception of one outlier, these
FIGURE 2. Stereoisomer distribution, given as percentage of total HBCDs, averaged for samples of air, sediment, soil, sewage sludge,
invertebrates, fish (marine and freshwater), marine mammals, and cormorants (Tables SI 2-5 in the Supporting Information). Data are given
with increasing proportion of r-HBCDs, and data variations are indicated as standard errors.
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concentrations fell within the range of the other studies.
HBCDs were found in 2 out of 40 little owl (Athene noctua)
eggs from Belgium (72). Low concentrations of HBCDs (<80
ng/g lw) were found in eggs of Arctic birds (31, 76), suggesting
that input to the Arctic is predominantly due to long-range
transport. Similar to marine mammals, the stereoisomeric
profiles of HBCDs were dominated by R-HBCD although, in
some species, â- and ç-HBCD could be detected as well,
with a varying pattern of occurrence (Table SI 5).
Humans and Dietary Intake. In comparison to PBDEs,
much less information is available on the HBCD concentra-
tions in human tissues. Only total HBCDs (by GC) were
reported (77-83), and there are no reports of stereoisomer-
specific concentrations of HBCDs in human samples (Table
1).
HBCDs were detected in human milk from primiparous
Swedish women with the mean and maximum concentra-
tions being 0.45 and 2.4 ng/g lw, respectively (77). HBCDs
were also found in Norwegian human milk at concentrations
between 0.25 and 20 ng/g lw (78, 79). In general, a low
detection frequency for HBCDs in serum/milk samples has
been found (Table 1). The HBCD concentrations observed
so far in human milk and blood have been lower than total
PBDE concentrations but comparable to those of hexabro-
modiphenyl ethers.
Human exposure to HBCDs occurs through multiple
routes. For nonoccupationally exposed persons, the major
intake of HBCDs is probably from food and indoor air or
dust. The few data available on the HBCD concentrations in
commercially purchased Swedish food samples (29) suggest
that fish is a major source of dietary HBCD intake (Table SI
6). Considering the high proportion of fish in the Swedish
diet, a median intake of 141 ng HBCDs/day was calculated
(maximum 1100 ng/day) (84). In addition, HBCD intake
through house dust inhalation may also contribute to the
overall human exposure, especially considering the high
HBCD concentrations present in house dust (Table SI 1).
However, the relevance of human HBCD exposure originating
from house dust versus food-based HBCD exposure is still
unknown.
Biomagnification of HBCDs. As shown in Figure 1, levels
of HBCDs are often elevated in species at the top of the food
chain, which clearly points toward biomagnification. How-
ever, only a few studies have specifically investigated the
transfer of HBCDs throughout food chains. Increasing
concentrations of R- and ç-HBCD stereoisomers were
observed in Lake Ontario in the order mysis, diporeia < forage
fish (slimy sculpin, smelt, alewife) < lake trout (54). Biom-
agnification factors (BMFs), calculated as the ratio between
lipid-normalized concentrations in predator and prey species,
ranged from 3 to 9 and from 2 to 12 for R- and ç-HBCD,
respectively, for the step from forage fish to trout. BMFs for
the step from invertebrates to forage fish were lower and
ranged from 4 to 6 and from 1 to 4 for R- and ç-HBCD
stereoisomers, respectively. Additionally, an increase in the
R-HBCD to ç-HBCD ratio was observed from invertebrates
to forage fish and finally to lake trout. Recently, the
biomagnification of HBCDs has also been investigated in a
Lake Winnipeg food web (85). Similar BMFs were measured
for species belonging to different trophic levels, with the
highest values (7 and 11 for R-HBCD and ç-HBCD, respec-
tively) observed for the step from forage fish (whitefish and
white sucker) to predator fish (burbot and walleye).
In the Arctic, HBCDs were found in representative species
from the polar bear (Ursus maritimus) food chain (57). HBCDs
were not found in lower pelagic zooplankton species (Calanus
glacicals, Thysanoessa inermis, and Paratemisto libellula),
while HBCD concentrations increased with increasing trophic
level, with the noticeable exception of the polar bear that
appeared capable of metabolizing HBCDs. HBCDs ranged
from 5 to 25 ng/g lw in the polar cod (Boreogadus saida),
from 15 to 35 ng/g lw in the ringed seal (Phoca hispida), and
from 5 to 15 ng/g lw in the polar bear.
Within the frame of the Swedish environmental monitor-
ing program, HBCDs were measured in herring muscle and
guillemot eggs collected from the Baltic Proper. The BMF of
total HBCDs for the step between herring and guillemot was
7, while, in the same study, the BMF of sum PCBs for the
same step was 20, about a factor of 3 higher (18).
In a food chain from the Western Scheldt estuary, HBCD
concentrations were found to increase from invertebrates
(shrimp, mussels, worms) to fish (sandeel, the dominant food
source for common terns), but decreased from fish to
common tern eggs, suggesting that the common tern is able
to metabolize HBCDs (62). Similarly to the Lake Ontario food
web, an increase in the proportion of the R-HBCD stereo-
isomer was found in sandeel and common tern as compared
to that of invertebrates and sediment, in which the ç-HBCD
stereoisomer was dominant.
In all mentioned studies, the BMFs of R-HBCD and
ç-HBCD stereoisomers in aquatic food webs were >1,
suggesting a biomagnification potential for these HBCD
stereoisomers. The BMF values were similar to those of some
PBDE congeners (BDE 47 and BDE 100) and slightly lower
than those of persistent PCBs. Another consistency in all
studies was the increasing proportion of the R-HBCD
stereoisomer compared to the ç-HBCD stereoisomer with
increasing trophic level in the food web. This is also in
accordance with the dominance of the R-HBCD stereoisomer
in marine top predators (marine mammals) (Figure 2).
Variations in the solubility and partitioning behavior, as well
TABLE 1. Mean or Median Concentrations and Range of Total HBCDs (ng/g Lipid Weight) in Human Samplesa
location matrix year N
N
detected total HBCDs range ref
Gothenburg,
Sweden
milk 2001 33 12 0.45 (mean);
0.30 (median)
<0.20-2.4 77
Norway milk 2001 9 0.63 (median) 0.2-2.5 78
Norway milk 2003-2004 85 49 0.60 (median) 0.4-20 79
Uppsalla,
Sweden
milk 2002-2003 30 24 0.42 (mean);
0.35 (median)
<0.20-1.5 80
The Netherlands cord
serum
2003 12 1.7 (mean);
0.32 (median)
<0.16-4.2 81
The Netherlands maternal
serum
2003 78 1.3 (mean);
1.1 (median)
< 0.16-7.0 81
The Netherlands whole
blood
2003 40 1 100 (pg/g whole blood) 82
The Netherlands serum 2004 91 11 200 (pg/g serum) <80-360 83
a For the calculation of means, values below the LOQ were replaced with the LOQ.
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as uptake and metabolism of individual stereoisomers, are
thought to explain the enrichment of R-HBCD in aquatic
organisms.
Time Trends. Studies exploring possible time trends either
use data obtained from archived samples or from different
studies or they have only few time points. In most cases,
data go back only a few years because research interest has
been initiated only recently.
One Swedish study (73) on the changes of HBCD
concentrations over time in individual and pooled archived
guillemot eggs from the Baltic Sea indicated an increase in
concentrations between 1969 and 1995 (Figure 3). However,
this increase has leveled off between 1995 and 2001, and
concentrations of HBCDs seem to have stabilized, whereas
PBDE concentrations are decreasing in these samples. A
stabilization of HBCD concentrations is not visible in bird
egg sampled in the Northern Norway (76). Data from three
species and two locations exhibit a remarkably consistent
increasing trend since 1983 (Figure 3). In another study,
Stapleton et al. (69) have shown an exponential increase in
the HBCD concentrations with a doubling time of ap-
proximately 2 years in California sea lions stranded between
1993 and 2003 (Figure 3). It is unclear at this time why HBCD
concentrations increase in the sea lions, while PBDE levels
were highly variable without a significant temporal trend. In
male juvenile gray seals from the Baltic Sea sampled in the
1990s, HBCD concentrations were higher compared to those
sampled between 1980 and 1985 (70).
In contrast, no time trends could be established for HBCDs
either in terrestrial birds (peregrine falcon and sparrowhawk
tissues from the U.K. sampled between 1973 and 2002) due
to a low detection frequency and biases in sampling (75) or
in peregrine falcon eggs from South Greenland sampled
between 1986 and 2003 (32) (Figure 3). Interestingly, for this
last population, an increase in the levels of PBDEs (10%
increase per year) has been observed throughout the
investigated time period.
In summary, time trends are not clear yet as the data
obtained so far showed either an increasing trend or no
significant trend. However, there are no indications available
that industry’s measures to limit emissions of HBCDs at
production and handling sites have led to decreasing
concentrations in the environment on a global scale. None
of the studies found parallel time trends for HBCDs and
PBDEs. This likely reflects the different regional production
and application history for these two BFRs.
Geographical Trends. From the limited data available,
three issues are evident:
(1) Concentrations of HBCDs are often elevated by at least
1 order of magnitude in the vicinity of plants either producing
or using HBCDs (Figure 1). Several hot spots have already
been identified in Europe: the rivers Viskan (Sweden), Tees
and Skerne (U.K.), Cinca (Spain), and the Western Scheldt
estuary (The Netherlands). All of these sites were related to
present or former production facilities for HBCDs or HBCD-
retarded materials.
(2) The detection of HBCDs in air samples from remote
sites in northern Sweden and Finland and in fish, seals, polar
bears, glaucous gulls, and peregrine falcons from Eastern
Greenland and Svalbard (25, 31, 32, 57) strongly suggest that
HBCDs undergo long-range transport. Although the influence
of possible local sources cannot be ruled out completely, the
human activities in these areas are probably not sufficient
to explain the environmental levels observed. Nevertheless,
the importance of the long-range transport of HBCDs via the
atmosphere in relation to other sources and transport routes
remains to be further established.
HBCD concentrations in air (30), fish (54), dolphins (67),
and sea lions (69) from the North American environment
appear to be lower than levels in similar samples from Europe
(24, 37, 65) (Figure 4). Data from Asia are very scarce.
Comparable data exist only for dolphins (Figure 4). In general,
the different continental market demand (2) seems to be
reflected in different environmental residue levels.
Enantiomer-Specific HBCD Data. Six stereogenic centers
are formed during the bromination of cyclododecatrienes
with the consequence that, theoretically, up to 16 stereo-
isomers can be resolved in a chiral environment. Therefore,
it is very likely that enrichment or discrimination of individual
stereoisomers may occur with increasing interactions with
biota. Since individual enantiomers can now be resolved on
columns with chiral stationary phases (15, 24) the analysis
of environmental samples should also use these techniques
in the future. With the available chromatographic, crystal-
lographic, and optical rotation data, the six most prominent
stereoisomers can now be identified unambiguously (15),
not only in technical mixtures, but also in environmental
samples. Recently, Jana´k et al. (24) have reported for the first
FIGURE 3. Temporal trends of HBCDs in guillemot eggs from Sweden (73), marine bird eggs from Norway (76), and peregrine falcon eggs
from Greenland (32) as well as in sea lions from California, U.S.A. (69). For refs 32, 69, and 73, averaged results over 5 year periods were
given, whereas for ref 76, results were averaged over two sites and three species. Exponential regressions of the complete concentration
data vs time were significant (p < 0.05) for the guillemot eggs, the marine birds eggs, and the sea lions data. The peregrine falcon data
did not show a significant change over the observed time period.
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time the selective accumulation of different HBCD enanti-
omers in marine fish (Figure 5). In two further studies, the
database of enantiomeric fractions (EFs) for R-HBCDs has
been extended to herring and several predatory birds (86)
and dolphins (67). In all cases, a deviation from the racemic
mixture (EF ) 0.5) has been observed (Figure 5), suggesting
that an enantioselective uptake and/or metabolism of (+)-
R-HBCD and (-)-R-HBCD must occur. Interestingly, no clear
preference for one or the other R-HBCD enantiomer was
found. Herring muscle and falcon eggs were clearly enriched
in (-)-R-HBCD, whereas in whiting liver and sea eagle eggs,
(+)-R-HBCD dominated. We therefore encourage further
investigation of the enantiomeric composition of HBCDs in
biota for a better understanding of metabolism and the
degradation processes affecting HBCDs.
Data Gaps and Research Recommendations. It is clear
that HBCDs are ubiquitous environmental contaminants.
Their levels in species situated at the top of the food chains
are now comparable to those of other bioaccumulative
chemicals, such as PBDEs. Furthermore, HBCDs show the
major characteristics of persistent organic pollutants
(POPs): persistency, bioaccumulation, long-range transport,
and toxicity. The few time trend studies available to date
suggest a slight increase of HBCD concentrations in biota
with time. However, this current trend needs to be confirmed
by additional studies that should include archived samples
(e.g., sample collections) or natural archives (e.g., sediment
cores).
Our review shows that there are considerable data gaps
in the current literature. A large part of the research on HBCDs
has been conducted at locations situated near point sources
such as HBCD manufacturing or processing plants, where
concentrations in various environmental compartments were
found to be relatively high. For a complete understanding
of the distribution of HBCDs in the environment, background
locations should also be included. More emphasis should be
placed upon the terrestrial environment, including humans,
for which very limited data are available. Children and their
exposure is another priority area for study because, similarly
to other persistent organic contaminants, higher exposure
during childhood is expected during breastfeeding. Ad-
ditionally, small children spend most of their day time close
to the ground, which results in the ingestion of higher
amounts of dust and particles, which have been shown to
contain HBCDs. Further, more detailed information about
the kinetics, toxicology, pathways of exposure, and bioavail-
ablity of HBCDs is needed. More research on possible
physiological interactions between different BFRs may be
necessary as well as the mode of action of different stere-
oisomers should be investigated.
Stereoisomer-specific data are also needed to establish
profiles and to understand the sources, distribution, and fate
of individual stereoisomers. So far, only R-, â-, and ç-HBCDs
have been found in the environment. However, two additional
stereoisomers (ä-HBCD and -HBCD) have been isolated
FIGURE 4. Box plots for total HBCD concentrations in comparable
sets of air (29, 30) and dolphin (65-67) samples for America, Asia,
and Europe. The position of the box plot on the x-axis reflects the
estimated annual market demand for HBCDs per continent (2). Two
air samples from Europe exhibiting extreme values (280 and 610
pg/m3) were not shown.
FIGURE 5. Mean enantiomeric fractions (EFs) for r-HBCD (calculated as EF ) (+)A/((-)A + (+)A); A is the peak area corresponding to
(+)-r-HBCD and (-)-r-HBCD) and standard deviations for fish (24), birds and herring (86), and dolphins (67). An EF value of 0.5 indicates
a racemic mixture. /, median; L, liver; M, muscle; E, egg; B, blubber.
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from technical products (15). Chromatograms of natural
samples are usually dominated by R-HBCD, ç-HBCD, and
some traces of â-HBCD. However, small additional peaks
are sometimes visible. It remains to be seen if they correspond
to additional HBCD stereoisomers that are not yet charac-
terized. In addition, side products or degradation products
of HBCDs, which are not yet investigated, are possibly also
released into the environment (e.g., tetrabromocy-
clododecenes). Since degradation of HBCDs occurs in
different environmental compartments, formation of HBCD
metabolites should be addressed, as well.
Analytical methods with adequate sensitivity based on
LC/MS or LC/MS-MS are available for this purpose (87) and
should be preferentially used over the determination of total
HBCDs by GC/MS. For both methods, the use of 13C-labeled
and 2H-labeled HBCDs as internal standards, that compen-
sate for variations in sensitivity during and between sample
runs, is essential (23). Due to its lack of stereoisomer
specificity, the use of GC in the analysis of HBCDs should
be discouraged. If GC is the only alternative, thermal
degradation of HBCDs should be minimized through cold
on-column injection, short narrow-bore GC columns, thin
film stationary phases, and high carrier gas flow rates. An
important gap is the lack of harmonized methods for the
determination of HBCDs in environmental matrixes. Regular
intercalibration studies and participation in laboratory
proficiency studies (when available) are important so as to
maintain high quality of analytical data. An additional factor
is that there are currently no certified reference materials
certified for HBCDs that can be used for method validation.
Up to now, indicative values for HBCDs have been issued for
several reference materials (e.g., lake trout from Cambridge
Isotope Laboratories), but the certification of HBCDs in a
wider range of environmentally relevant materials is needed.
The risk assessment of HBCDs is not yet completed, but
the preliminary conclusions include a statement on the need
for further information on HBCDs and/or testing of HBCDs.
To improve the quality and breadth of analytical data, we
urge that all environmental scientists adopt an LC/MS-based
stereoisomer-specific approach for HBCD analysis. This will
also assist regulators and risk assessors to evaluate the risks
associated with the continuing production and use of this
high-production volume chemical.
Acknowledgments
Dr. Adrian Covaci acknowledges a postdoctoral fellowship
offered by the Research Council of the University of Antwerp.
The National Chemicals Inspectorate of Sweden (Dr. Bert-
Ove Lund) is kindly acknowledged for providing us a
preliminary draft of the risk assessment on HBCD (version
February 2005). Dr. Ulla Sellstro¨m is acknowledged for
providing the original data regarding time trends in guillemot
eggs from Sweden.
Supporting Information Available
Comprehensive lists of published HBCD concentrations
in air, dust, sediment, sewage sludge, wildlife (fish and other
aquatic organisms, marine mammals, birds), and human
food are presented in Tables SI 1-6. This material is available
free of charge via the Internet at http://pubs.acs.org.
Literature Cited
(1) Alaee, M.; Arias, P.; Sjo¨din, A.; Bergman, Å. An overview of
commercially used brominated flame retardants, their applica-
tions, their use patterns in different countries/regions and
possible modes of release. Environ. Int. 2003, 29, 683-689.
(2) Bromine Science and Environmental Forum (BSEF). http://
www.bsef.com/ (last accessed Dec 2005).
(3) Directive 2003/11/EC of the European Parliament and of the
Council of 6 Feburary 2003 amending for the 24th time Council
directive 76/769/EEC relating to restrictions on the marketing
and use of certain dangerous substances and preparations
(pentabromodiphenyl ether and octabromodiphenyl ether);
Off. J. Eur. Union L 042, 2003.
(4) Sellstro¨m, U.; Kierkegaard, A.; de Wit, C.; Jansson, B. Polybro-
minated diphenyl ethers and hexabromocyclododecane in
sediment and fish from a Swedish river. Environ. Toxicol. Chem.
1998, 17, 1065-1072.
(5) Darnerud, P. O. Toxic effects of brominated flame retardants
in man and in wildlife. Environ. Int. 2003, 29, 841-853.
(6) Germer, S.; Piersma, A. H.; van der Ven, L.; Kamyschnikow, A.;
Fery, Y.; Schmitz, H. J.; Schrenk, D. Subacute effects of the
brominated flame retardants hexabromocyclododecane and
tetrabromobisphenol-A on hepatic cytochrome P450 levels in
rats. Toxicology 2006, 218, 229-236.
(7) Helleday, T.; Tuominen, K. L.; Bergman, A.; Jenssen, D.
Brominated flame retardants induce intragenic recombination
in mammalian cells. Mutat. Res. 1999, 439, 137-147.
(8) Ronisz, D.; Finne, E. F.; Karlsson, H.; Forlin, L. Effects of the
brominated flame retardants hexabromocyclododecane (HB-
CDD) and tetrabromobisphenol-A (TBBP-A) on hepatic enzymes
and other biomarkers in juvenile rainbow trout and feral eelpout.
Aquat. Toxicol. 2004, 69, 229-245.
(9) Yamada-Okabe, T.; Sakai, H.; Kashima, Y.; Yamada-Okabe, H.
Modulation at a cellular level of the thyroid hormone receptor-
mediated gene expression by 1,2,5,6,9,10-hexabromocyclodode-
cane (HBCD), 4,4′-diiodobiphenyl (DIB), and nitrofen (NIP).
Toxicol. Lett. 2005, 155, 127-133.
(10) Eriksson, P.; Viberg, H.; Fischer, C.; Wallin, M.; Fredriksson, A.
A comparison on developmental neurotoxic effects of hexabro-
mocyclododecane, 2,2′,4,4′,5,5′-hexabromodiphenylether (PBDE
153) and 2,2′,4,4′,5,5′-hexachlorobiphenyl (PCB 153). Organo-
halogen Compd. 2002, 57, 389-392.
(11) Mariussen, E.; Fonnum, F. The effect of brominated flame
retardants on neurotransmitter uptake into rat brain synap-
tosomes and vesicles. Neurochem. Int. 2003, 43, 533-542.
(12) National Chemicals Inspectorate (KEMI). Draft of the EU Risk
Assessment Report on Hexabromocyclododecane; Sundbyberg,
Sweden, 2005.
(13) Law, R. J.; Kohler, M.; Heeb, N. V.; Gerecke, A. C.; Schmid, P.;
Voorspoels, S.; Covaci, A.; Becher, G.; Jana´k, K.; Thomsen, C.
Hexabromocyclododecane challenges scientists and regulators.
Environ. Sci. Technol. 2005, 39, 281A-287A.
(14) Law, R. J.; Kohler, M.; Heeb, N. V.; Gerecke, A. C.; Schmid, P.;
Voorspoels, S.; Covaci, A.; Becher, G.; Jana´k, K.; Thomsen, C.
HBCD: Facts and insinuations (Response). Environ. Sci. Technol.
2006, 40, 2-2.
(15) Heeb, N. V.; Schweizer, W. B.; Kohler, M.; Gerecke, A. C. Structure
elucidation of hexabromocyclododecanessa class of com-
pounds with a complex stereochemistry. Chemosphere 2005,
61, 65-73.
(16) Barotini, F.; Cozzani, V.; Petarca, L. Thermal stability and
decomposition products of HBCD. Ind. Eng. Chem. Res. 2001,
40, 3270-3280.
(17) Hunziker, R. W.; Gonsior, S.; MacGregor, J. A.; Desjardins, D.;
Ariano, J.; Friederich, U. Fate and effect of hexabromocy-
clododecane in the environment. Organohalogen Compd. 2004,
66, 2300-2305.
(18) de Wit, C. A. An overview of brominated flame retardants in the
environment. Chemosphere 2002, 46, 583-624.
(19) Law, R. J.; Alaee, M.; Allchin, C. R.; Boon, J. P.; Lebeuf, M.; Lepom,
P.; Stern, G. A. Levels and trends of polybrominated diphe-
nylethers and other brominated flame retardants in wildlife.
Environ. Int. 2003, 29, 757-770.
(20) MacGregor, J. A.; Nixon, W. B. Hexabromocyclododecane
(HBCD): Determination of n-Octanol/Water Partition Coefficient;
439C-104; Wildlife International Ltd.: Easton, MD, 1997.
(21) Covaci, A.; Voorspoels, S.; de Boer, J. Determination of bro-
minated flame retardants, with emphasis on polybrominated
diphenyl ethers (PBDEs) in environmental and human sampless
a review. Environ. Int. 2003, 29, 735-756.
(22) Budakowski, W.; Tomy, G. Congener-specific analysis of hexabro-
mocyclododecane by high-performance liquid chromatogra-
phy/electrospray tandem mass spectrometry. Rapid Commun.
Mass Spectrom. 2003, 17, 1399-1404.
(23) Tomy, G. T.; Halldorson, T.; Danell, R.; Law, K.; Arsenault, G.;
Alaee, M.; MacInnis, G.; Marvin, C. H. Refinements to the
diastereoisomer-specific method for the analysis of hexabro-
mocyclododecane. Rapid Commun. Mass Spectrom. 2005, 19,
2819-2826.
3686 9 ENVIRONMENTAL SCIENCE & TECHNOLOGY / VOL. 40, NO. 12, 2006
(24) Jana´k, K.; Covaci, A.; Voorspoels, S.; Becher, G. Hexabromocy-
clododecane in marine species from the Western Scheldt
Estuary: Diastereomer- and enantiomer-specific accumulation.
Environ. Sci. Technol. 2005, 39, 1987-1994.
(25) de Wit, C.; Alaee, M.; Muir, D. Brominated flame retardants in
the Arcticsan overview of spatial and temporal trends. Orga-
nohalogen Compd. 2004, 66, 3811-3816.
(26) Law, R. J.; Allchin, C. R.; de Boer, J.; Covaci, A.; Herzke, D.;
Lepom, P.; Morris, S.; Tronczynski, J.; de Wit, C. A. Levels and
trends of brominated flame retardants in the European envi-
ronment. Chemosphere, in press.
(27) Hites, R. A. Polybrominated diphenyl ethers in the environment
and in people: A meta-analysis of concentrations. Environ. Sci.
Technol. 2004, 38, 945-956.
(28) Bergander, L.; Kierkegaard, A.; Sellstro¨m, U.; Wideqvist, U.; de
Wit, C. Are brominated flame retardants present in ambient
air? Presented at the 6th Nordic Symposium on Organic
Pollutants, Smygehuk, Sweden, September 17-20, 1995.
(29) Remberger, M.; Sternbeck, J.; Palm, A.; Kaj, L.; Stro¨mberg, K.;
Brorstro¨m-Lunde´n, E. The environmental occurrence of hexabro-
mocyclododecane in Sweden. Chemosphere 2004, 54, 9-21.
(30) Hoh, E.; Hites, R. A. Brominated flame retardants in the
atmosphere of the East-Central United States. Environ. Sci.
Technol. 2005, 39, 7794-7802.
(31) Verreault, J.; Gabrielsen, G. W.; Chu, S. G.; Muir, D. C. G.;
Andersen, M.; Hamaed, A.; Letcher, R. J. Flame retardants and
methoxylated and hydroxylated polybrominated diphenyl ethers
in two Norwegian Arctic top predators: glaucous gulls and polar
bears. Environ. Sci. Technol. 2005, 39, 6021-6028.
(32) Vorkamp, K.; Thomsen, M.; Falk, K.; Leslie, H.; Møller, S.;
Sørensen, P. B. Temporal development of brominated flame
retardants in peregrine Falcon (Falco peregrinus) eggs from
South Greenland (1986-2003). Environ. Sci. Technol. 2005, 39,
8199-8206.
(33) Leonards, P. E. G.; Santillo, D.; Brigden, K.; van der Veen, I.; von
Hesselingen, J.; de Boer, J.; Johnston, P. Brominated flame
retardants in office dust samples. Proceedings of the Second
International Workshop on Brominated Flame Retardants, BFR
2001, Stockholm, Sweden, 14-16 May, 2001; 299-302.
(34) Santillo, D.; Labunska, I.; Davidson, H.; Johnston, P.; Strutt, M.;
Knowles, O. Consuming chemicals. Greenpeace report (GRL-
TN-01-2003). http://eu.greenpeace.org/downloads/chem/
Consuming%20Chemicals.pdf (2003).
(35) Greenpeace report. Hazardous chemicals in Belgian house dust.
http://www.greenpeace.org/raw/content/belgium/nl/press/
reports/rapport-hazardous-chemicals-in.pdf (March 2004, 55
pp).
(36) Stapleton, H. M.; Dodder, N.; Schantz, M.; Wise, S. Measurement
of the flame retardants polybrominated diphenyl ethers (PBDEs)
and hexabromocyclododecane (HBCDD) in house dust. Orga-
nohalogen Compd. 2004, 66, 3740-3744.
(37) Morris, S.; Allchin, C. R.; Zegers, B. N.; Haftka, J. J. H.; Boon, J.
P.; Belpaire, C.; Leonards, P. E. G.; Van Leeuwen, S. P. J.; de
Boer, J. Distribution and fate of HBCD and TBBP-A flame
retardants in North Sea estuaries and aquatic food webs.
Environ. Sci. Technol. 2004, 38, 5497-5504.
(38) Eljarrat, E.; De La Cal, A.; Raldua, D.; Duran, C.; Barcelo´, D.
Occurrence and bioavailability of polybrominated diphenyl
ethers and hexabromocyclododecane in sediment and fish from
the Cinca River, a tributary of the Ebro River (Spain). Environ.
Sci. Technol. 2004, 38, 2603-2608.
(39) Verslycke, T. A.; Vethaak, A. D.; Arijs, K.; Janssen, C. R. Flame
retardants, surfactants and organotins in sediment and mysid
shrimp of the Scheldt estuary (The Netherlands). Environ. Pollut.
2005, 136, 19-31.
(40) Klamer, H. J. C.; Leonards, P. E. G.; Lamoree, M. H.; Villerius,
L. A.; A¡ kerman, J. E.; Bakker, J. F. A chemical and toxicological
profile of Dutch North Sea sediments. Chemosphere 2005, 58,
1579-1587.
(41) Schlabach, M.; Mariussen, E.; Borgen, A.; Dye, C.; Enge, E. K.;
Steinnes, E.; Green, N.; Mohn, H. Kartlegging av bromerte
flammehemmere og klorerte parafiner; NILU Rapport 866/02,
Kjeller, 2002.
(42) Schlabach, M.; Fjeld, E.; Gundersen, H.; Mariussen, E.; Kjellberg,
G.; Breivik, E. Pollution of Lake Mjøsa by Brominated Flame
Retardants. Organohalogen Compd. 2004, 66, 3730-3736.
(43) Schlabach, M.; Fjeld, E.; Borgen, A. R. Brominated flame
retardants in Drammen River and the Drammensfjord, Norway.
Proceedings of the Third International Workshop on Brominated
Flame Retardants, Toronto, Canada, 6-9 June, 2004; 147-150.
(44) Marvin, C. H.; Tomy, G. T.; Alaee, M.; MacInnis, G. Distribution
of hexabromocyclododecane in Detroit River suspended sedi-
ments. Chemosphere, in press.
(45) Christensen, G. N.; Evenset, A.; Zaborska, A.; Berger, U.; Carroll,
J. Sediment Dating and Historical Development of Contaminants
in Lake Ellasjøen, Bear Island; Final Report SFT 904/2004;
Norwegian Pollution Control Authority (SFT): Oslo, Norway,
2004 (http://www.sft.no/publikasjoner/overvaking/2041/ta2041.
pdf).
(46) de Boer, J.; Allchin, C.; Zegers, B.; Boon, J. P.; Brandsma, S. H.;
Morris, S.; Kruijt, A. W.; van der Veen, I.; van Hesselingen, J. M.;
Haftka, J. J. H. HBCD and TBBP-A in Sewage Sludge, Sediments
and Biota, Including Interlaboratory Study; C033/02; RIVOs
Netherlands Institute for Fisheries Research: Wageningen, The
Netherlands, 2002; p 40.
(47) Petersen, M.; Hamm, S.; Scha¨fer, A.; Esser, U. Comparative GC/
MS and LC/MS detection of hexabromocyclododecane (HBCD)
in soil and water samples. Organohalogen Compd. 2004, 66,
224-231.
(48) Sellstro¨m, U.; Kierkegaard, A.; Alsberg, T.; Jonsson, P.; Wahlberg,
C.; de Wit, C. Brominated flame retardants in sediments from
European estuaries, the Baltic Sea and in sewage sludge.
Organohalogen Compd. 1999, 40, 383-386.
(49) de Wit, C. Brominated flame retardants; Swedish EPA report
no. 5065; Stockholm, Sweden, 2000 (http://www.svtc.org/
cleancc/greendesign/SwedishPage.pdf).
(50) Allchin, C. R.; Morris, S. Hexabromocyclododecane (HBCD)
diastereoisomers and brominated diphenyl ether congener
(BDE) residues in edible fish from the rivers Skerne and Tees,
U.K. Organohalogen Compd. 2003, 61, 41-44.
(51) Gerecke, A. C.; Kohler, M.; Zennegg, M.; Schmid, P.; Heeb, N.
V. Detection of R-isomer dominated hexabromocyclododecane
(HBCD) in Swiss fish at levels comparable to polybrominated
diphenyl ethers (PBDEs). Organohalogen Compd. 2003, 61, 155-
158.
(52) Schmid, P.; Gujer, E.; Zennegg, M.; Lanfranchi, M. POPs and
other persistent organic compounds in fish from remote alpine
lakes in the Grisons, Switzerland. Organohalogen Compd. 2004,
66, 1716-1719.
(53) Tomy, G.; Halldorson, T.; Danell, R.; Law, K.; Stern, G.; Gerwutz,
S.; Whittle, M.; Alaee, M.; Marvin, C. Hexabromocyclododecane
(HBCD) isomers and brominated diphenyl ether (BDE) con-
geners in fish from Lake Winnipeg, Manitoba (Canada).
Proceedings of The Third International Workshop on Bromi-
nated Flame Retardants, Toronto, Canada, 6-9 June, 2004; 213-
216.
(54) Tomy, G. T.; Budakowski, W.; Halldorson, T.; Whittle, D. M.;
Keir, M. J.; Marvin, C.; MacInnis, G.; Alaee, M. Biomagnification
of R- and ç-HBCD isomers in a Lake Ontario food web. Environ.
Sci. Technol. 2004, 38, 2298-2303.
(55) Asplund, L.; Bignert, A.; Nylund, K. Comparison of spatial and
temporal trends of methoxylated PBDEs, PBDEs, and hexabro-
mocyclododecane in herring along the Swedish coast. Orga-
nohalogen Compd. 2004, 66, 3938-3943.
(56) Bytingsvik, J.; Gaustad, H.; Pettersvik Salmer, M.; Soermø, E. G.;
Baek, K.; Føreid, S.; Ruus, A.; Skaare, J. U.; Jenssen, B. M. Spatial
and temporal trends of BFRs in Atlantic cod and Polar cod in
the North-East Atlantic. Organohalogen Compd. 2004, 66, 3869-
3873.
(57) Jenssen, B. M.; Sørmo, E. G.; Salmer, M. P.; Bæk, K.; Skaare, J.
U. Brominated flame retardants (BFRs) in the Artic marine food
chain. Proceedings of the Third International Workshop on
Brominated Flame Retardants, Toronto, Canada, 6-9 June, 2004;
207-208.
(58) Nylund, K.; Kierkegaard, A.; Eriksson, U.; Asplund, L.; Bignert,
A.; Olsson, M. Spatial distribution of some polybrominated
diphenyl ethers and hexabromocyclodecane in herring (Clupea
harengus) along the Swedish coast. Proceedings of the Second
International Workshop on Brominated Flame RetardantssBFR
2001, Stockholm, Sweden, 14-16 May, 2001; 323-326.
(59) Bethune, C.; Nielsen, J.; Lundebye, A. K.; Julshamm, K. Current
levels (2003-2004) of brominated flame retardants in selected
Norwegian seafood. Organohalogen Compd. 2005, 67, 619-
621.
(60) Ueno, D.; Alaee, M.; Marvin, C.; Muir, D. C. G.; Macinnis, G.;
Reiner, E.; Furdui, V. I.; Crozier, P.; Subramanian, A.; Fillmann,
G.; Lam, P. K. S.; Zheng, G. J.; Muchtar, M.; Razak, H.; Prudente,
M.; Chung, K. H.; Tanabe, S. Global monitoring of hexabro-
mocyclododecane (HBCD) and other organochlorine using
skipjack tuna. Organohalogen Compd. 2005, 67, 1327-1329.
VOL. 40, NO. 12, 2006 / ENVIRONMENTAL SCIENCE & TECHNOLOGY 9 3687
(61) Bouma, S.; Vethaak, D.; Meininger, P.; Holland, A. De visdief-
kolonie (Sterna hirundo) bij Terneuzen: blijven er problemen?
De resultaten van een vervolgonderzoek in 2000; RIKZ-2000.45;
Rijksinstitut voor Kust en Zee/RIKZ: Middelburg, The Neth-
erlands, 2000; pp 1-46 (http://www.rikz.nl/thema/ikc/rap-
port2000/rikz2000045.pdf).
(62) Leonards, P.; Vethaak, D.; Brandsma, S.; Kwadijk, C.; Mici, D.;
Jol, J.; Schoute P.; de Boer, J. Biotransformation of polybro-
minated diphenyl ethers and hexabromocyclododecane in two
Dutch food chains. Proceedings of The Third International
Workshop on Brominated Flame Retardants, BFR 2004, Toronto,
Canada, 6-9 June, 2004; 283-286.
(63) Law, K.; Halldorson, T.; Danell, R.; Palace, V.; Wautier, K.; Evans,
B.; Brinkworth, L.; Whittle, M.; Alaee, M.; Marvin, C. Evidence
of bioisomerization of R- and ç-hexabromocyclododecane
(HBCD) isomers in fish. Proceedings of the Third International
Workshop on Brominated Flame Retardants, Toronto, Canada,
6-9 June, 2004; 383-386.
(64) Law, K.; Palace, V. P.; Halldorson, T.; Danell, R.; Wautier, K.;
Evans, B.; Brinkworth, L.; Alaee, M.; Tomy, G. T. Dietary
accumulation of hexabromocyclododecane isomers in juvenile
rainbow trout (Oncorhynchusm mykiss). Proceedings of the
Third International Workshop on Brominated Flame Retardants,
Toronto, Canada, 6-9 June, 2004; 433-436.
(65) Zegers, B. N.; Mets, A.; van Bommel, R.; Minkenberg, C.; Hamers,
T.; Kamstra, J. H.; Pierce, G.; Reid, B.; Patterson, T.; Boon, J. P.
Levels of hexabromocyclododecane in harbour porpoises and
common dolphins from Western European Seas, with evidence
for stereoisomer-specific biotransformation by cytochrome
P450. Environ. Sci. Technol. 2005, 39, 2095-2100.
(66) Marsh, G.; Athanasiadou, M.; Bergman, A¡ .; Athanassiadis, I.;
Endo, T.; Haraguchi, K. Identification of a novel dimethoxylated
polybrominated biphenyl bioaccumulating in marine mammals.
Organohalogen Compd. 2004, 66, 3776-3782.
(67) Peck, A. M.; Tuerk, K. J. S.; Keller, J.; Kucklick, J. R.; Schantz, M.
M. Hexabromocyclododecane diastereomers and enantiomers
in white-sided dolphin blubber and liver tissue. Organohalogen
Compd. 2005, 67, 1259-1262.
(68) Law, R. J.; Allchin, C. R.; Morris, S.; Jepson, P. D. Persistent
organohalogen compounds in marine mammals stranded or
bycaught in the U.K. Organohalogen Compd. 2003, 62, 224-
227.
(69) Stapleton, H. M.; Dodder, N. G.; Kucklick, J. R.; Reddy, C. M.;
Schantz, M. M.; Becker, P. R.; Gulland, F.; Porter, B. J.; Wise, S.
A. Determination of HBCD, PBDEs and MeO-BDEs in California
sea lions (Zalophus californianus) stranded between 1993 and
2003. Mar. Pollut. Bull., in press.
(70) Roos, A.; Nylund, K.; Ha¨ggberg, L.; Asplund, L.; Bergman, A.;
Olsson, M. Brominated flame retardants (BFR) in young Grey
Seal Males (Halicoerus grypus) from the Baltic Sea. Proceedings
of the Second International Workshop on Brominated Flame
RetardantssBFR 2001, Stockholm, Sweden, 14-16 May, 2001;
337-341.
(71) Lindberg, P.; Sellstro¨m, U.; Ha¨ggberg, L.; de Wit, C. Higher
brominated diphenyl ethers and hexabromocyclododecane
found in eggs of peregrine falcons (Falco peregrinus) breeding
in Sweden. Environ. Sci. Technol. 2004, 38, 93-96.
(72) Jaspers, V.; Covaci, A.; Maervoet, J.; Voorspoels, S.; Schepens,
P.; Eens, M. Brominated flame retardants and organochlorine
pollutants in eggs of little owl (Athene noctua) from Belgium.
Environ. Pollut. 2005, 136, 81-88.
(73) Sellstro¨m, U.; Bignert, A.; Kierkegaard, A.; Haggberg, L.; de Wit,
C. A.; Olsson, M.; Jansson, B. Temporal trend studies on tetra-
and pentabrominated diphenyl ethers and hexabromocy-
clododecane in guillemot egg from the Baltic Sea. Environ. Sci.
Technol. 2003, 37, 5496-5501.
(74) Lundstedt-Enkel, K.; Johansson, A. K.; Tysklind, M.; Asplund,
L.; Nylund, K.; Olsson, M.; Orberg, J. Multivariate data analyses
of chlorinated and brominated contaminants and biological
characteristics in adult guillemot (Uria aalge) from the Baltic
Sea. Environ. Sci. Technol. 2005, 39, 8630-8637.
(75) de Boer, J.; Leslie, H. A.; Leonards, P. E. G.; Bersuder, P.; Morris,
S.; Allchin, C. R. Screening and time trend study of decabro-
modiphenyl ether and hexabromocyclododecane in birds.
Proceedings of the Third International Workshop on Brominated
Flame Retardants, Toronto, Canada, 6-9 June, 2004; 125-128.
(76) Knudsen, L. B.; Gabrielsen, G. W.; Verreault, J.; Barrett, R.; Skare,
J. U.; Polder, A.; Lie, E. Temporal trends of brominated flame
retardants, cyclododeca-1,5,9-triene and mercury in eggs of four
sea bird species from Northern Norway and Svalbard; Report
942/205; Norwegian Pollution Control Authority, Oslo, 2005
(http://www.sft.no/publikasjoner/overvaking/2134/
ta2134.pdf).
(77) Aune, M.; Barregård, L.; Claesson, A.; Darnerud, P. O. Organic
environmental pollutants in breast milk from Gothenburg,
Sweden, 2001; Report 219 0108 to the Swedish EPA; The Swedish
National Food Administration: Uppsala, Sweden, 2002
(http://www.imm.ki.se/National/Datavard/PDF/sakrapport
%20brostmjolk%202001%20Gbg.pdf).
(78) Thomsen, C.; Frøshaug, M.; Leknes, H.; Becher, G. Brominated
flame retardants in breast milk from Norway. Organohalogen
Compd. 2003, 64, 33-36.
(79) Thomsen, C.; Frøshaug, M.; Broadwell, S. L.; Becher, G.; Eggesbø,
M. Levels of brominated flame retardants in milk from the
Norwegian human milk study: HUMIS. Organohalogen Compd.
2005, 67, 509-512.
(80) Lignell, S.; Darnerud, P. O.; Aune, M.; To¨rnkvist, A. Persistent
organic pollutants in breast milk from primiparae women in
Uppsala County, Sweden, 2002-2003; Report 215 0210 to the
Swedish EPA; The Swedish National Food Administration:
Uppsala, Sweden, 2003 (http://www.naturvardsverket.se/
dokument/mo/modok/export/brostmjolk_uppsala.pdf).
(81) Weiss, J.; Meijer, L.; Sauer, P.; Linderholm, L.; Athanasiadis, I.;
Bergman, A¡ . PBDE and HBCD levels in blood from Dutch
mothers and infantssAnalysis of a Dutch Groningen Infant
Cohort. Organohalogen Compd. 2004, 66, 2677-2682.
(82) WWF Detox Campaign. Chemical check-up: An analysis of
chemicals in the blood of members of European Parliament,
April 2004. http://www.wwf.dk/db/files/checkupmain_3.pdf.
(83) Peters, R. J. B. Man-made chemicals in human blood. TNO
Report R 2004/493. http://eu.greenpeace.org/downloads/chem/
Blood-chemical-footprints.pdf (2004).
(84) Lind, Y.; Aune, M.; Atuma, S.; Becker, W.; Bjerselius, R.; Glynn,
A.; Darnerud, P. O. Food intake of the polybrominated flame
retardants PBDEs and HBCD in Sweden. Organohalogen Compd.
2002, 58, 181-184.
(85) Law, K. L.; Halldorson, T.; Danell, R.; Stern, G.; Gerwutz, S.;
Alaee, M.; Marvin, C.; Tomy, G. T. Trophic transfer of some
brominated flame retardants in a Lake Winnipeg food web.
Organohalogen Compd. 2005, 67, 583-586.
(86) Jana´k, K.; Sellstro¨m, U.; Johansson, A. K.; Becher, G.; de Wit, C.;
Lindberg, P.; Helander, B. Enantiomer-specific accumulation
pattern of hexabromocyclododecane in eggs of predatory birds
breeding in Sweden. Organohalogen Compd. 2005, 67, 204-
207.
(87) Morris, M.; Bersuder, P.; Allchin, C. R.; Zegers, B.; Boon, J. P.;
Leonards, P. E. G.; de Boer, J. Determination of the brominated
flame retardant hexabromocyclododecane in sediments and
biota by liquid-chromatography-electrospray ionization mass
spectrometry. Trends Anal. Chem., in press.
Received for review February 4, 2006. Revised manuscript
received March 24, 2006. Accepted March 31, 2006.
ES0602492
3688 9 ENVIRONMENTAL SCIENCE & TECHNOLOGY / VOL. 40, NO. 12, 2006
